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As in previous studies with fiadrenoceptor blocking agents (9, 10), we used perfluoroacylation to improve chromatographic performance and detector response.
Materials and Methods

Apparatus.
We used a Model 6000 gas chromatograph and the column flow-rate was 2.3 mL'mun. The split flow-rate was 20 m.LImin and the flow rate of the makeup gas for the detector was 45 mL/min. 
Results and Discussion
Sample collection.
We estimated the half-life offlumolol in whole blood as 3-5 mm in vivo and 7 mm in vitro. The corresponding in vivo figure for esmolol was 9 mm (11). Initial experiments showed that the presence of physostigmune did not improve the stability of flumolol in whole blood significantly.
Including potassium fluoride at a final concentration of 20 gIL increased the half-life of flumolol from 7 to 36 mm at 37 #{176}C; however, the relative analytical recovery of the drug from whole blood so treated was only 80%. We noted no further decrease in flumolol after two weeks of storage at -18 #{176}C. 
Extraction.
The extraction was performed with toluene.
The distribution constants (KD) for flumolol and esmolol were estimated as 1000 and 80, respectively; theoretical recovery for the extraction was thus more than 99% under the conditions suggested.
Derivatization.
We performed the derivatization reaction with PFPA in ethyl acetate at room temperature; recovery was m imum within less than 20 miii. As verified by gas chromatography/mass spectrometry, the bisperfluoroacylated derivative was formed and retained the original ester function.
Synthesis of the PFPA-derivative of esmolol was confirmed by nuclear magnetic resonance. For comparison, gas chromatography showed the same retention behavior for this derivative as for esmolol treated by the proposed analytical procedure.
Chromatography.
Under the gas-chromatographic conditions described above, esmolol and flumolol were well separated from the sample background ( Figures  2 and 3 showed that 96% of the flumolol remained after 4 h, but only 81% and 70% after 24 and 48 ii, respectively.
Repeated thawing should of course be avoided.
We conclude that the use of SDS as an enzyme inhibitor is superior to previously suggested agents. We found this to be valid for flumolol and esmolol and expect it also to be true for other substances labile to esterase-mediated hydrolysis. 75-82 (1983) .
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